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Ofdo0oooooooooooooooooooooboooboooboboboooooodn
Ofddooooooooooooooooooooobooobooboboboooooodn
go0ooo0oooooooooooooooooooboooooooooooooooOog
pooooooooooooooobooboobooboooDoDoDbooooooooOod
Ofddoooooooooooooooooobooobooobooboboboooooon
oooooao
oooooao
OoooOoao
B RVERT 1V
5 EFShizh ZEH H= O
1 No None None 5
2 Yes None BIEDH 5
3 Yes FARATOY 0.1mg/H 5
4 Yes FARATFOY 0.3mg/H 5
5 Yes - FAMATRY 0.5mg/H 5
6 Yes TARATOY 0.75mg/H 5
7 Yes FAATRY 1.0mg/H 5
8 Yes R-1 1.0mg/H 5
9 Yes §8-1 0.1mg/H 5
10 Yes S-1 0.3mg/H 5
11 Yes S-1 0.5mg/H 5
12 -Yes §-1 0.75mg/H 5
13 Yes S-1 1.0mg/H 5
14 Yes §-1 6.1 mg/H 5
13 Yes 8-21 03mg/H 5
16 Yes 8-21 0.5mg/H 5
17 Yes S-21 0.75mg/H 5
18 Yeg 5-21 1.0 mg/H 5
19 Yes S-22 0.1mg/H 5
20 Yes 5-23 0.3mg/H 5
21 Yes S-23 0.5mg/H 5
22 Yes 5-23 0.75mg/H 5
23 Yes S-23 1.0mg/H 5
24 Yes 5-21 0.1 mg/H 5
25 Yes 8-21 0.3mg/H 5
26 Yes 8-21 0.5mg/H 5
27 Yes §-21 0.75mg/H 5
28 Yes 5-21 1.0mg/H 5
29 Yes None BEDH 5
ooOoooao
poooooooooao
OoOooooad

ooooo0o0ooobDOo0oooobooOoo0ooobobOboOoOoo0oDODd@R)-1-Methacryloylpyr

rolidin-2-carboxylic Acid0 000000000 QCOCOODOOOOOOOOOQOOOO
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gbooboooooobooboobobobooooboobobobooboooboobobobao
oooobooooooboooooboooooobooboooooboboooobobooooobooo
ooobOooo0 boooobooooobooOoO0ooobOoOoooobooOooboobooOoo

gboobooooooobgobobobooooboboboboobooooobobobao
ugbdoooooobouobobobooboooobuoboboboobooobouobobobaa
ooooboooooobooooobooooooobooooobooooobooboooobooo
ocooooobOOO0OO0OO0oO0ooooooxOODOOODODOoOooooboooOoOD, 00,000
ugboooooobooboobobooboboooboboboboobooooobobobaa
oooobooooooboooooboooooooboobooooboboooobooboooobooo
OO00000Omp 102-1030 (lit. [214] mp 102.5-103.50 )0 00 00CO0OO0DODOO
0000000000000 D00000000000000D000OM NMR (300 MHz, D

MSO-dg)d 5.28 (s) and 5.15 (s) for the first rotamer, 5.15 (s) and 5.03 (s) for
the second rotamer (totally 2H for both rotamers, vinyl CH,), 4.48-4.44 for the
first rotamer, 4.24-4.20 (m) for the second rotamer (totally 1H for both rotamer
s, CH at the chiral canter), 3.57-3.38 (m, 2H, CH,), 2.27-2.12 (1H, CH), 1.97-1.
72 (m, 6H, CH2, CH, Me); 3C NMR (75MHz, DMSO-dg)d for major rotamer 173.3, 169.
1, 140.9, 116.4, 58.3, 48.7, 28.9, 24.7, 19.5: for minor rotamer 174.0, 170.0, 1
41.6, 115.2, 60.3, 45.9, 31.0, 22.3, 19.7; IR (KBr) 3437 (OH), 1737 (C=0), 1647
(CO, COOH), 1584, 1508, 1459, 1369, 1348, 1178 cm™*; [a ]1,°°+80.8° (c = 1, MeOH)
; Anal. Calcd. for CgH,;5NO5: C 59.00, H 7.15, N 7.65. Found: C 59.13, H 7.19, N
7.61.

gooooao
oooo0oooODO0OO000oO0OoooooO0oO0ODDODO0DO00DU0DO0o0oOoDOoDoODoOooODoODDODOoOOoDOoOg
000000000000 DbO0OO0O0OO0D0ODaOdEER,8aR)-3-Bromomethyl-3-methyl-tetrah
ydro-pyrrolo [2,1c] [1,4]oxazine-1, 4-dione0 0 OO0 DO DODOOOODOODOODOOO
oooo0oDoDoODO0OO000oO0oo0ooooOoO0DODDODO0DO00DU0O0O0o0DOoDoODoODoDoODDDODOoOOoDOoOog
0o0oooooooobobo o000 oooooDooDooboboooobooad
gooooooboobb oo oooooooboobobboobod
gooooobobobooob bbb uooooobobobobbbboboo
I e o e o o A o A o Je
52-1540 (lit. [214] mp 107-1090 for the S-isomer); *H NMR (300 MHz, DMSO-dg)d
4.69 (chiral centerddd, J = 9.6 Hz, J = 6.7 Hz, 1H, CH), 4.02 (d, J = 11.4 Hz,
1H, CHH,), 3.86 (d, J = 11.4 Hz, 1H, CHH,), 3.53-3.24 (m, 4H, CH,), 2.30-2. 20 (
m, 1H, CH), 2.04-1.72 (m, 3H, CH, and CH), 1.56 (s, 2H, Me); 3C NMR (75 MHz, DM
SO-dg)é 167.3, 163.1, 83.9, 57.2, 45.4, 37.8, 29.0, 22.9, 21.6; IR (KBr) 3474, 1
745 (C=0), 1687 (C=0), 1448, 1377, 1360, 1308, 1227, 1159, 1062 cm™1; [a ],2°+12
4.5° (c = 1.3, chloroform), Anal. Calcd. for CgH,,BrNO5: C 41.24, H 4.61, N 5.34
. Found: C 41.46, H 4.64, N 5.32.

gooooao

e o A o o o o o O R W R A Y @243 S 21 o (o 2o
ydroxy-2-methylpropanoic AcidO D O 00000000 D0ODODOOOODOOOODOOD

OCOOO0OO0Obromolactonel O OO OO0OO0OO0ODODOOOOOOOOOOOOODOOOOOO
oooboooooobooooobooooooboooobooOooobooooobooo
gooboooxOoobOooooooooooboooobobop0bObOO0O0OO0OO0bOxOod
gboooooooobogobobobooooboboboboobooooobobobaa
oooobooodxobOooooooooooobooooo, 00y 0b0bOb0O0oO0ooO0obOoOo0oO
gooobobooooobooooobooooooobooooobooboooobbooooboOooo
Oo0o0ODDOO000O0O0O0oo0O0oOoOmp 107-1090 (hit. [214] mp 109-1130 for the S-

isomer); 1H NMR (300 MHz, DMSO-dg)d 3.63 (d, J = 10.1 Hz, 1H, CHH,), 3.52 (d, J
= 10.1 Hz, 1H, CHH,), 1.35 (s, 3H, Me); IR (KBr) 3434 (OH), 3300-2500 (COOH), 17
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30 (C=0), 1449, 1421, 1380, 1292, 1193, 1085 cm™*; [a ]1,2°+10.5° (c = 2.6, MeOH)
; Anal. Calcd. for C,H,BrO;: C 26.25, H 3.86. Found: C 26.28, H 3.75.
oooooao
gNOOoooooodogoduououoouoouoobobobobobbbbobbbuobououoooooad
000000000000 DOO0O0000ODdN-[4-Nitro-3-(trliluoromethyl)phenyl]-
(2R)-3-bromo-2-hydroxy-2 methylpropanamide0 0 0 0D 00 00D O0D0DOD0OOOOODOO

gobooooooooobgoboboboooobobobobobooooboobobobao
ugboooooobooboobobooboboooboboboboobooooobobobaa
oooobooooooboooooboooooooboobooooboboooobooboooobooo
gobooboooooogoobgobobobooooboboboboboooobobobao
ubooboooooboobobobooobobobobobooobobadbRotavapord O

uybdoooooobouobobobobobo,obobobobobooooobobobada
xJOboooooooooooboooob 00y, b000000D0ODO0CO0OO0OO0DODOOOO0
gboobooooooobgobobobooooboboboboobooooboobobobao
OCo00OD0ODOOO0O0O0O0O0OooOoOoOoODDDOOO0Omp 98-1000 (Re 0.2, DO OOO,

CH,C,5); *H NMR (300 MHz, DMSO-dg)d 10.54 (s, 1H, NH), 8.54 (d, J = 2.1 Hz, 1H,
ArH), 8.34 (dd, J = 9.0 Hz, J = 2.1 Hz, 1H, ArH), 8.18 (d, J = 9.0 Hz, 1H ArH),
6.37 (s, 1H, OH), 3.82 (d, J = 10.4 Hz, 1H, CHH_.), 3.58 (d, J = 10.4 Hz, 1H, CHH
b), 1.48 (s, 3H, Me), 3C NMR (75 MHz, DMSO-dg)d 173.6 (C=0), 143.0, 127.2, 123.
2, 122.6 (q, J = 33.0 Hz), 122.0 (q, J = 271.5 Hz), 118.3 (g, J = 6.0 Hz), 74.4,
41.4, 24.9; IR (KBr) 3344 (OH), 1680 (C=0), 1599, 1548 (C=C, Ar), 1427, 1363, 1
161 cm™*; MS (ESI): m/z 370. 8 (M)*; Anal. Calcd. for C;;H,;oBrN,0,: C 35.60, H 2
.72, N 7.55. Found: C 35.68, H 2.72, N 7.49.
ocooooao
oNOODODODODOOOoOoooopooooDbDOoOooooooooboooDbDDbOOooOoOooo
gcooooOoOOO0OO0oOoO0ooooooOODbObOO0OO0oOoOoooooOOoODODDOO00ON-41-ni
tro-3-(trifluoromethyl)phenyll -(2S)-3-[4-(acetylamino) phenoxy]-2-hydroxy-2-met

hylpropanamideD O 0 0 0000 O0O0Q0OO0OD0OO0OOO0OO0OO0OOOOOOOODOOOOOO
uybdoodoooobouobdoboboobooouobuoboboboboboobouobuobag d
UdpobooooobobooooobooooooobooooobooooobobobooOoobooo
gboobooooooobgobobobooooboboboboobooooboobobobao
ugbdooboogooobouobobobooboooobobobobooboooboobobobaa
ooooboooooobooooobooooooobooooobooooobooboooobooo
gobooooooogoobgobobobooooboboboboboooobuobobao
o, o00d0o0o0oo0o0oooooocooooocoooboooooooooobonod
oooooodOmp 70-740 , OO0 O0OO0OO0ODODOCOOODOOOOODODODOOOODOOOO;,

1H NMR (300 MHz, DMSO-dg)d 10.62 (s, 1H, NH), 9.75 (s, 1H, NH), 8.56 (d, J = 1.9
Hz, 1H, ArH), 8.36 (dd, J = 9.1 Hz, J= 1.9 Hz, 1H, ArH), 8.18 (d, J= 9.1 Hz, 1H
, ArH), 7.45-7.42 (m, 2H, ArH), 6.85-6.82 (m, 2H, ArH), 6.25 (s, 1H, OH), 4.17 (
d, J= 9.5 Hz, 1H, CHH.), 3.94 (d, J = 9.5 Hz, 1H, CHH,), 1.98 (s, 3H, Me), 1.43.
(s, 3H, Me); 13C NMR (75 MHz, DMSO-dg)d 174.6 (C=0), 167.7, 154.2, 143.3, 141.6,
132.8, 127.4, 123.0, 122.7 (q, J= 33.0 Hz), 122.1 (q, J = 271.5 Hz), 120.1, 118
.3 (9, J = 6.0 Hz), 114.6, 74.9, 73.8, 23.8, 23.0; IR (KBr) 3364 (OH), 1668 (C=0
), 1599, 1512 (C=C, Ar), 1457, 1415, 1351, 1323, 1239, 1150 1046 cm~*; MS (ESI):
m/z 464.1 (M+Na)™, Anal. Calcd. for C,gH,gF3N30g: C 51.71, H 4.11, N 9 52. Foun
d: C 52.33, H 4.40, N 9.01.
ooooaoo
gboobooooooboobgobobobooooboobobobobooooobobobao
ugbdoooooobouobobobooboooobuoboboboobooobouobobobaa
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